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^ The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 

\ Period for Reply 

i A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

' ^ Extensions of time may be available under the provisions of 37 CFR 1 136(a) In no event, however, may a reply be timeiy tiiea 
after SIX (6) MONTHS from the mailing date of this communication 

- If the penod for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely 

- If NO penod for reply is specified above, the maximum statutory penod will apply and will expire Sl.\ (6) MONTHS from the mailing date of this communication 

- Failure to reply within the set or extended penod for reply will, by statute, cause the application to become ABANDONED {35 U S C § 1 33) 
' Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 

earned patent term adjustment See 37 CFR 1 704(b) 

Status 

1 Responsive to communication(s) filed on 21 January 2003 . 
2a)n This action is FINAL. 2b)[E] This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) H Ciaim(s) 24-30 (as renumbered) is/arc pending in the application 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) H Claim(s) 24-30 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)H The drawing(s) filed on 28 March 2000 is/are: a)^ accepted or b)[>] objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )□ The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) [I] Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-{d) or (f). 

\ a)ElAII b)n Some*c)n None of: 

i 

i EJ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. . 

i 3.n Copies of the certified copies of the priority documents have been received in this National Stage 

I application from the International Bureau (PCT Rule 17.2(a)). 

I * See the attached detailed Office action for a list of the certified copies not received. 

14) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 
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Ri:SPONSI: VO APPLK AN'r^S AMHNDMliN'I' 



1 . 1 he request filed on 1 21 03 iui a Continued Prosecution Application (^PA) under 37 ('PR 1 .53(d) 
based on parent Application No. 09/537,858 is acceptable and a CPA has been established. An action on 
the CPA tbllows. 

2. The numbering of claims is not accordance with 37 C¥R 1.126. 'I he original numbering of the claims 
must be preserved throughout the prosecution. When claims are canceled, the remaining claims must not 
be renumbered. When claims are added, except when presented in accordance with 37 CFR 1.121(b), 
they must be renumbered consecutively beginning with the number next following the highest numbered 
claims previously presented (whether entered or not). 

Misnumbered newly added claims 26-32 have been renumbered 24-30. 

The direction to cancel claim.s "1 5-25" in the Amendment filed 1/21/03 has been interpreted to refer to all 
claims pending prior to entry of the amendment filed 1/21/03, i.e., claims 15-23 



3. Applicant's amendment, filed 1/21/03 (Paper No. 22), is acknowledged. 

Claims 15-23 have been cancelled. Claims 1-14 have been cancelled previously. 
Claims 24-30 (as renumbered) have been added. 

Claims 24-30 are pending and under consideration in the instant application. 

It is noted that Applicant \s request to amend line 6 of page 7 (Figure I description) HAS NO I BEEN 
ENTERED as the request does not comply with 37 CFR 1. 121(h). 



4. r^ormal drawings have been submitted which fail to comply with 37 CFR 1 .84. 

// /.V noted that required drawing changes are no longer being held in abeyance by the Office. 

Please see the form P1X)-948 previously proN idcd as part of Paper No. 1 1 . 

INI-ORMATION ON iiOW TO IM I C 1 DRAWlNd CIIANCiPS 
Correction of Informalities 37 C FR 1,85 

New corrected drawings must be tiled with the changes inct)rporaled therein. Identi lying indicia, 
if pro\ ided. should include the title of the invention, inx entor's name, and application number, or 
docket number (if any) if an application number has not been assigned to the application, if this 
information is provided, it must be placed on the front of each sheet and centered within the top 
margin. The drawings should be filed as a separate paper with a transmittal letter addressed to 
the Official Draffsperson. 



Drawings 
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Sequence Compliance 

. , ..To ,^.>T^.^rteH TRT SoniK^ncc Lisimti, and Slalcment 

thauhe contents a'e .dent.cal on 1/21/03. .s acknowledged. The CRF has been lound acceptable and 
entered. 



Priority 

6. Rece.pt .s agatn acknowledged ofpapers submuted under 35 U.S.C. n9(a)-(d), which papers have 
been placed of record m the file. 

An„l,cal,on 97116863.8 tiled ,n Europe on 9!29!'}1. application 07122471.2 tiled ,n Europe on 12/19/97: 
X:l.ca..on 98104216.1 tiled ,n Europe on 3/l«/98e.eh appear .^^^^^^^^^^ 

for a truncated form ol RAN 1 h^S lacking resiuues i auu ^ v""'^ ■ v , - 

RANTES protein comprising 68 ammo acids ("RANTES (1-68)'"). 

In addition, each of the priority documents appears to provide adequate written support for a RANTES 
protein missing "up to 5" amino terminal amino acids. 

As noted below, given the ambiguity m the instant claim language with respect to SEQ ID N0:2, the 
effective filing date of the instant claims is unclear. 

Nevertheless, the interpretation of the instant claim language consistent with the disclosure does appear to 
have adequate wTitten support in Applicant's priority documents. 

Thus the effective filing date of the instant claims, interpreted as set forth below, is considered to be 
September 29. 1997. 



7 This Office Action will be in response to applicant's arguments, filed 1/21 '03 (Paper No. 22). 
■ ■ The rejections of record can be found in the previous Office Action (Paper No. 16). 

It is noted that New (Irounds of Rejection are set Ibrlh herein. 



8. Applicant's cancellation of claims 1 5-23 has obviated the previous objections and rejections with 

respect to these claims. 
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Claim Rejections - 35 i SC § 112 second paragraph 



9. Vhc following is a quotation of the second paragraph of 35 IJ.S.C\ 1 12. 

7nc spa iilnumn .snui! i (//k A'uA' ,';/; cnc nr nio^'c ^ nnrfu uliwlv noifitir.'^ aid uful distuu tfv i'liiiniifii' llic .suhji'ct 

niatwr which ihc upplu un! rei^anl.s as his mw/iiio/i 

10. C^laims 24-30 are rejected under 35 IJ.S.C. 1 12. second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as the invention. 

Claims 24-30 are indefinite m that they reference an amino acid sequence with 68 amino acids (e.g., claim 
1 recites 'Residues 2-68 of a RAN l ES polypeptide according to SEQ ID N0:2^'); however, SHQ ID N0:2 
IS only 66 amino acids m length. 

For examination purposes, SHQ ID NO:2 mil be interpreted as referring to a mature RANTHS 
polypeptide as set forth in Figure /, Le,, a polypeptide consisting of the sequence: 

NH: - SPYSSDT I PCCl AYIAR PLPRAHIKHY FYTSGKCSNP AVVFVTRKNR QVC ANPIXKW 



It IS suggested that Applicant provide a sequence corresponding to the mature sequence of RANI 1:S (as 
supported by Figure K where the mature polypeptide is identified as residues 1-68) as part of a newly 
submitted sequence listing. 

Applicant is reminded that any amendment must point to a basis in the specification so as not to add new 
matter. See MPEP 714.02 and 2163.06. 



1 1. The following rejections under 35 LJ.S.C. 102 and 103 are made under the assumption that the 
effective filing date for the instantly claimed mvention is September 29, 1997. 



12. The follow ing is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis lor 
the rejections under this section made m this Office action: 
A person shall be entitled to a patent unless — 

(h) I he invention was patctUcd or dcsirihcd in a printed puhluntion in this or ii foreign counirv or in puhlw use or ofi sitlc in 
this country, more than one year prior to the date oj Lipplicution for patcnl in (he I nitcd States 

ic) dw nnenfion wiJs dcsi rihed m (ban iipphaitum for piiient, published untlcr se(!inn I22(hj. h\ anniher /ilcil in the 
^ r,!Jt\l S/,;/< A ht'fnn' [he nn cfiJion h\ d}c appfn iini for paten! or (2) a patent \:ranh\i on itn appiliciilion for patent hv iinother 



35 U.S,C.§§ 102 and 103 



Claim Rejections ~ 35 l .S.C 102 and 103 
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13. Ill view Oiihc cUcclwc filing date ifthc instant claims, Onnec/ ct al (J. l:\p. Med. 1 997; 1 86: 1 865- 
1872, IDS A \ ) no longer appears to be available as a reference under 35 VSC l()2(a). 



14. in view of the instant claim language which excludes truncation of the N-temiinus beyond those 
residues idenufied, neither Gong et al. {]. Biol. Chem. 1996:271:10521-10527, IDS AO) nor Rollins et al 
(US Pat. No. 5,739,103, of record) appear to anticipate the instant claims. 



15. Claims 25 and 28 (as renumbered) are rejected under 35 U.S.C. 102(b) as being anticipated by Noso 
etal. (J. Immunol. 1996;156:1946-1953, of record, see entire document). 

Applicant's arguments, filed 1/21/03, have been fully considered but have not been found convincing. 

Applicant agam argues that Noso et al. do not teach that the truncated RANTES has chemokine 
antagonistic activity. Applicant points to the teachings of Noso et al. on page 1950, 2""^ column, that the 
loss of two N-terminal residues, serine and proline, does not affect Eo-chemotactic activity of RANTES. 

As previously noted, Noso et al. teach an amino-terminally truncated RANTES consisting of 66 amino 
acids and derived from dermal fibroblasts (see entire document; e.g. page 1948 2'"^ column, especially 5^'' 
paragraph, and Figure 3). The amino acid sequence of SEQ ID N0:2 (as defined supra) from residue 3- 
68 would be an inherent property of the RANTES taught by Noso et al. since Figure 3 indicates that it is 
the amino acids corresponding to positions 1 and 2 that are missing from the 68 amino acid from of 
RANTES. In addition, Noso et al. teach glycosylated species of this truncated form of RAN l ES (e.g. 
page 1948, 2""* column, especially 5^'' paragraph). 

Applicant's comments regarding the lack of demonstrated antagonistic activity for the polypeptide of 
Noso et al. are acknowledged. However, the fact that RAN l ES lacking N-terminal amino acids Ser and 
Pro still w as chemotactic in a particular assay does not necessarily indicate that the polypeptide lacks 
chcmokmc antagonistic acti\ ity in other assays. 

l urthcr, the structure of the pol\'peptide isolated by Noso ct al. and the instant RAN Tl^S polx peptide 
consisting of residues 3-68 (as defined supra) appear to be identical. Identical polypeptides must 
neeessurilv possess the same function. ''Products of identical chemical composition can not ha\ e 
mutually exclusive properties." A chemical composition and its properties are inseparable. Therefore, if 
the prior art teaches the identical chemical structure, the properties applicant discloses and or claims are 
necessarily present. In re Spada. 91 1 F.2d 705, 709. 15 USI^Q2d 1655. 1658 (I-ed. Cir. 1990). 



In the instant case Noso et al. appear to teach the identical chemical structure. 



% \ 
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16. Claims 24 and 29 (as renumbered) are rejected under 35 IIS.C. 102(e) as being anticipated by OlTord 
ct al. (U.S. Pat. No. 6.168,781. see entire document) 

Offord et al. teach and claim a compound comprising a RAN'I I:S polypeptide as set forth in Sl:Q ID 
NO:2 ofOtTord et al. (see e.g., claim U SHQ ID NO:2 and columns 1-2). SHQ ID NO:2 of Oflbrd et al. is 
a mature RANTHS polypeptide of 67 amino acids lacking the Ser found at position 1 of the mature 
polypeptide. 

Thus SHQ ID NO:2 of Offord et al. is an isolated amino-terminally truncated RAN'l liS polypeptide 
comprising residues 2-68 of a RANTES polypeptide according to SI:Q ID NO:2 (as defined supra in the 
rejection under 35 USC 1 12 second paragraph), wherein the truncated RANTES lacks NI I2-terminal 
amino acid residue 1 . 

Offord et al. also teach that the polypeptide has chemokine antagonistic activities (see e.g.. Abstract and 
columns 7-8). 

Offord et al. teach pharmaceutical compositions comprising the RANTES 2-68 polypeptide and a 
pharmaceulically acceptable carrier (see e.g., columns 8-1 1 ). 

Applicant is reminded that no more of the reference is required than that it sets forth the substance of the 
invention. The claimed functional limitations would be inherent properties of the RANTES 2-68 
polypeptide taught by Offord et al. 

The reference teachings thus anticipate the instant claimed invention. 



1 ^. fhc following is a quotation of 35 I '.S.(\ l()3(a) which forms the basis for all obx iousncss rejections 
set forth in this Oftlce action: 

fiii . ! pjh'u! f}hi\ not hi' ohuiujCil !lu>U'-^Ji llic ifncfiHon n>>} liiauu dllv t/V^* lo'-cJ <>r i/Vx ry/ui/ j\ \cl jnrih m < hon ! (12 "f 
!hi.\ lulc. ti ihc difjcri'iH cs hclwivn flw suhja ! nuiltcr souy^lu to Ih' paWntcd und l/w prior ur( ijrc mu /i (luil llw Mibja ! 
nialU r w.s j whole would huw hi\ /} oh\ tou> dl flu- unw ihc inwnlif^n u\;v nituh' l<> a fh rsnn Ihivm^: ordif}iirv skdl m !hc ur! in 
w hic h SiJiil suhjcc! fttijiwr /ycrtums. !\itcntahdil\' shall no! he ncy,aUvcd h\ llw niunncr in w inch the uivcntioti w as nuidf 

rhis application currently names joint inventors. In considering patentability of the claims under 35 
l/.S.C. 103(a). the examiner presumes that the subject matter of the various claims w as commonly ow ned 
at the time any inventions covered therein were made absent any ev idence to the contrary. Applicant is 
advised of the obligation under 37 i VR 1 .56 to point out the in\ entor and nn ention dates of each claim 



% % 
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IS. CMaims 24-30 (as renumbered) are rejected under 35 IJ.S.C\ 103(a) as bemg unpatentable o\er (iong 
et al. (J. Biol. Chem. 1996:271:10521-10527, IDS AO). 

Applicant's arguments, filed 1 21 03, ha\e been tuHy considered but ha\e not been iound cuiVMncing. 

Applicant argues that Gong ct al. provide no reasonable expectation that the instantly claimed truncations 
would function as chemokine antagonists. Applicant argues that Gong et al. show that the truncation 
which removed fewer amino acids (i.e. a RANITS 6-68 polypeptide) produced the least displacement 
compared to the other truncations (e.g., RANTHS 9-68). Applicant concludes that based on the teachings 
of Gong et al. that truncation of 5 amino acids from the amino terminus (i.e., RAN^Il^S 6-68) are less 
effective at displacement than the truncations of more ammo acids, the ordinary artisan would not have 
been motivated to produce truncations involving only ammo acid residue 1, 1-2, 1-3 or 1-4. 

1 he claims are drawn to amino-tcrminally truncated RANTES 2-68, 3-68, 4-68 and 5-68, lacking amino- 
terminal amino acid residues 1, 1-2, 1-3, or 1-4 of a mature RANTHS polypeptide (SliQ ID NO:2 as 
defined supra), respectively, and having antagonistic activity; and pharmaceutical compositions thereof^ 

Gong et al. have been discussed previously and teach amino terminal truncations of RANTHS that have 
chemokine antagonistic activity (see entire document, especially Figure 1). 

VhQ Hxaminer has previously noted that Gong et al. also teach that the functional activity of RANl^HS is 
encoded in amino acids 1-5, since various truncations which included amino acids 1-5 resulted in forms 
of RANTES that lacked functional activity (e.g., page 10523, ''Functional Activity of Shortened 
Analogs"). In addition, Gong et al. teach that truncations of RANTES involving amino acid residues 1-7, 
1-8, 1-9 and 1-10 results in binding by these truncated forms of RANTES to receptors not normally 
hound hy full length RANTES (e.g., page bridging paragraph of pages 10524 and 10525). causing Gong et 
al. to conclude that the specificity of RANl^ES lay within residues 1-6 (e.g., page 10525 last paragraph). 
Figure 6 shows that the truncation that removed the least of the ammo terminus (i.e., RANTES 6-68) was 
a more specific antagonist of RANTES than the other more extensive truncations removing amino acids 
1 -6, 1 -7, 1 -8', or 1 -9 of RANTES. RANTES 6-68 still displaced binding of full length RANTES, albeit 
less well than RANTES 7-68, RANTES 8-68, RANTES 9-68, RANTES 10-68, or full length RANTES. 

Gong et al. teach screening of the various truncation in several assays which permit determination of 
whether a truncated form of RANTF^S is an antagonist, and how^ efficiently that particular truncation 
functions as an antagonist relative to other RANTF^S truncations (see entire document, especially the 
assays discussed in the Results section). Finally, Gong et al. teach that chemokine antagonists can be 
used to block the infiltration of cells during inllammation (e.g.. see Discussion on page 10526-10527). 

(n)ng ct al. ditTcr b\ not teaching an amino-terminall) truncated RANT1:S in which onl>' amino acid 1. 
amino acids 1-2. ammo acids 1-3. or ammo acids 1-4 are truncated from the amino terminus of RANTI-S 
(I.e.. RAN ri:S 2-68, RAN l ES 3-6S. RAN ri-:S 4-6S. or RAN fES 5-68), and by not explicitly teaching a 
pharmaceutical composition comprising the amino-terminally truncated RANTI'S. 

While the teachings of Gong et al. would not motivate the ordinary artisan interested in identifying multi- 
specijic chemokine antagonists to delete fewer than 6 amino acids; the arguments of record were not 
based upon the selection of multi-specific antagonists. Rather, the ordinar\' artisan armed with the 
teachings of (iong et al. would ha\e also recogni/ed that the design ofspecijlc antagonists t)f the 
chemokine RAN l liS would require deletions that focused uptin amino acids 1-6 because these ate the 
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While Applicant's comments that RANTliS 6-68 was less effective at displacement of full length 
RANTES than e.g., RANTHS 9-68 are acknowledged; it is also noted that full length RAN'I ES is the 
most etYective specific competitor of full length RAN11:S (Figure 6A). 

Thus the work of Gong et al. pro\ ides the ordinary artisan at the time the invemioii was made w ith a 
reasonable expectation that truncations of RANTIiS that removed fewer than 5 amino acids would still 
compete with full length RANTHS for binding, and would do so without competing with other 
chemokines tor binding. In addition, the teachings of Gong et al. that RAN^IHS function required one or 
more amino acid residues within residues 1-5 would have motivated the ordinary' artisan to screen 
truncations that removed 1, 1-2, 1-3, 1-4 and 1-5 amino terminal ammo acids m order to produce a 
truncated RANTHS polypeptide that did not function to induce chemotaxis or calcium flux, yet competed 
well for bindmg to the receptor compared to full length RAN1T:S (i.e., was an antagonist of RAN TIiS). 
The ordinary artisan at the time the invention was made would have been motivated to focus on shorter, 
rather than more extensive truncations in order to retain specificity, so that RANTItS could be inhibited 
without inhibiting other chemokines such as MCP-1 . 

Therefore, the ordinary artisan at the time the invention was made would have been motivated to provide 
additional truncations of RANTliS by focusing on residues 1-6 of the amino terminal m order to idenufy 
truncated forms of RANTKS that were antagonistic for RANTES, hut that did not cross inhibit 
interactions of other chemokines with their receptors. Gi\'en the teachings of Gong et al. that functional 
activity requires residues 1-5, the ordinary artisan would have been further motivated to produce and 
screen truncations of RANTES lacking amino terminal residues 1, 1-2, 1-3, and 1-4. In addition, given 
the teachings of Gong et al. that multiple ammo terminal truncations of RANTES result in forms of 
RANTES having chemokine antagonistic activity and the teachings of assays for assessing antagonistic 
activity; the ordinary artisan at the time the invention was made would have had a reasonable expectation 
of success in producing the instantly claimed truncations, as a matter of routine optimization. 

Further, the ordinary artisan would have been motivated to provide pharmaceutical compositions 
comprising any such antagonists in order to evaluate their relative efficacy in various disease models of 
inflammation, as taught by Gong et al.; and would have had a reasonable expectation of successfully 
utilizing these RANTES antagonistic pharmaceutical compositions in inhibiting at least some models of 
inflammation. Finally, glycosylated forms of the amino-terminally truncated RANTHS antagonistic 
proteins would be produced as a consequence of many different expression systems that the ordinary 
artisan would utilize in order to produce sufficient quantities of the truncated RANTIiS. 

Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at the time 
the invention was made, as evidenced by the references, especially m the absence of evidence to the 
contrar\'. 



The rejection is maintained as il apphes to the instant claims. 



% % 
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19. Claims 24-30 (as renumbered) are rejeeted under 35 U.S.C. 103(a) as being unpatentable over Rollins 
et al. (U.S. Pat. No. 5,739,103, otVeeord) in view of Proudtbot et al (J. Biol. Chem. 1996: 271:2599- 
2603, IDS flAC). 

The elaims are draw n to amino-terminally truneated RANTi^S 2-68, 3-68. 4-68 and 5-68, lacking ammo 
terminal amino acid residues 1, 1-2, 1-3, or 1-4 of a mature RANI liS polypeptide (SHQ ID N0:2 as 
defined supra), respectively, and having antagonistic activity; and pharmaceutical compositions thereof. 

Rollins et al. teach and claim amino-terminally truncated chemokines having antagonistic activity, 
including RAN fhS; and methods comprising administering amino-tcrminally truncated chemokines 
including RANl^HS, for inhibition of chemotaxis of various cellular populations in various diseases (see 
entire document, especially column 1 at lines 59-62, column 3, columns 6-8, and the claims). 

The amino-terminally truncated RANTliS taught by Rollins et al. include truncations that are '^about 1 to 
about 10 or about 2 to about 7" of the endogenous chemokine sequence (see e.g., column 3, especially 
lines 18-34, and claims). 

Rollins ei al. teach assays for identifying truncations of chemokines that are antagonistic by exemplifying 
identification of MCP-1 antagonists (see e.g., columns 9-1 1). 

In addition, Rollins et al. teach recombinant production of amino-terminally truncated chemokines in 
eukaryotic cells, which would inherently result in a glycosylated protein (e.g., column 8, especially lines 
1 1-20). Finally, Rollins et al. teach the formulation of the amino-terminally truncated RANTES in a 
pharmaceutically acceptable carrier for administration to a patient for treatment of a RANTES-mediated 
disease (e.g. columns 6-7). 

Rollins et al. do not explicitly teach truncations of RANTES that are RANTES 2-68. RANTES 3-68, 
RAN l ES 4-68 or RANTES 5-68. 

However, these species are encompassed by the small genus of truncations which are explicitly taught and 
claimed by Rollins et al. (i.e., truncations involving about 1 to about 10 amino terminal amino acids). 

h^urther Proudtbot et al. teach recombinant expression of RANTES. and also teach that the integrity of the 
amino terminus of RAN l ES is crucial to receptor binding and cellular activation (see entire document, 
especially ILxperimental Procedures on pages 2599-2560 and the Discussion on page 2602). 

Eike Rollins et al., Proudfoot et al. teach that antagonists of RANTES function are made by modifying 
the amino terminus of RANTES (see entire document, e.g.. Discussion on page 2602). Proudfoot et al. 
also provide detailed guidance regarding the uses of antagonists of RANTES in inhibition of chronic 
intlammatory diseases (see e.g.. Abstract and Introduction on page 2599). 

Thus Rollins ct al. prcnidc a general teaching with respect to the production of chemokine antagonists \ ia 
truncation of ammo acids al the ammo terminus of any of se\ eral chemokines, and Proudtbot et aL 
establish that modification of the ammo terminus of RAN11:S results in antagonistic properties. 

Rollins et al. provide clear guidance to delete amino acids from position 1 to position 10 of the ammo 
terminus. The ordinary artisan would have produced the instantly recited truncations as part of the 
routine optimization and screening of the small genus of truncations taught by Rollins et al. 

Both Rollins et al. and Proudfoot et al. teach production of RAN Tl^S antagonists by modifying the amino 
• M.^^^M^^^^-^- ''-^^ P'-nn,ito(>t :,l toMcb !h:it R A\TI-S an tn ironists can be used to inhibit 
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Rollins et al. teach a small genus ofamino terminal truncations of chemokines including RANTliS, but 
does not reduce to practice or explicitly list the members of this genus. 

rhe ordinary artisan at the time the invention was made would have been motivated m view of the 
leachmg^ uf Kolhn^ ct al. alone, but particularly when combined with the teaching:^ of Proudfoot ct a!., to 
make the members of the small genus ofamino terminal truncations of RANTES ct al. taught by Rollins 
et al. The ordinary artisan at the time the invention was made would have been motivated to make the 
instantly recited truncations and formulate them m pharmaceutically acceptable carriers in order to 
compare the relative potency of each member of the small genus taught by Rollins et al. as antagonists in 
models of inllammation: and thereby identify the most potent antagonist. 

(jiven the teachings by both Rollins et al. and Proudfoot et al. that modifications of the amino terminus of 
RANTES resulted m an antagonist, the ordinary artisan at the time the invention was made would have 
had a reasonable expectation that most, if not all members of the genus taught by Rollins et al. would 
function as antagonists. Further, given the guidance provided by both Rollins et al. and Proudfoot et al. 
as to how to make and screen for RANlliS antagonists in multiple expression systems; the ordinary 
artisan at the time the invention was made would have had a reasonable expectation of making the 
instantly claimed truncations in either giycosyiaied or unglycosyialed foiiu. Tliub the Oidinai*y artisan at 
the time the invention was made would have found it obvious to make the R ANTES 2-68, RANTES 3-68, 
RANTES 4-68 or RANTES 5-68 truncations recited in the instant claims. 

Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at the time 
the invention was made, as evidenced by the references, especially in the absence of evidence to the 
contrary. 



Conclusion 



20. No claim is allowed. 

2 1 . Any inquiry concerning this communication or earlier communications from the examiner should be 
directed to Jessica Roark, whose telephone number is (703) 605-1209. The examiner can normally be 
reached Monday to Friday from 8:00 to 4:30. A message may be left on the examiner's voice mail 
service. If attempts to reach the examiner by telephone are unsuccesstlil. the examiner's supervisor, 
dinstina dian can be reached at (703) 308-3973. y\ny inquiry of a general nature or relating to the status 
tif this application should be directed to the Fechnolog} C enter 1600 receptionist w hose telephone 
number is (703 ) 308-0 1 96. 

Papers related to this application may be submitted to Technology Center 1600 by facsimile transmission. 
Papers should be faxed to Technology CY^nter 1600 via the PTC) Fax C^enter located m CYystal Mall 1. 
The faxing of papers must conform with the notice published in the Official ( jazctle. 1096 OG 30 
(November 15, 1989). TheC^Ml Fax ('enter telephone number is (703) 305-3014. 

Jessica Roark. Ph.D. 



